We read with interest the article by Jankowska et al, 1 who show that anabolic hormone deficiency is common in heart failure (HF) patients. The article does not mention the proportion of patients treated with spironolactone, a steroid chemically related to the mineralocorticoid aldosterone, which acts as an antiandrogen that competes with dihydrotestosterone at the androgen-receptor level. Spironolactone also increases metabolic clearance and inhibits androgen production. [2] [3] [4] This drug has long been used in the treatment of hyperandrogenism (primarily hirsutism, polycystic ovary syndrome, and familial male precocious puberty) in doses ranging between 50 and 400 mg/d, and it is associated with decreased levels of anabolic hormones. [2] [3] [4] Additionally, the authors found that anabolic deficiency correlated inversely with New York Heart Association classification. 1 Spironolactone at low doses (25-50 mg/d) is used in HF patients with New York Heart Association class III or IV and is associated with a better survival rate in this population. 5 In this population, at least 10% of HF patients have sex hormone-related adverse effects (gynecomastia, breast pain, and impotence). 5 Therefore, it is necessary to clarify whether the reported anabolic deficiency was a consequence of spironolactone use in HF patients.
To the Editor:
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Moreover, the authors show that a deficiency of each anabolic hormone is an independent marker of poor prognosis. 1 Clinical benefits of spironolactone are attributed to the blockage of aldosterone production through a competitive blockade of the mineralocorticoid receptor. After reading the article by Jankowska et al, another question arises: Are the benefits of spironolactone dependent on anabolic status, or could they be blunted by its antiandrogenic actions? This question has not been previously studied, and no data exist. Relative to this point, eplerenone is a newer aldosterone antagonist that is much more selective than spironolactone, with minimal affinity for progesterone and androgenic receptors. The lack of antiandrogenic effects of eplerenone could confer an advantage not only in terms of fewer side effects but, more importantly, in terms of clinical benefit. The absence of direct comparisons between eplerenone and spironolactone makes this possibility an attractive hypothesis in severe HF.
All these issues raise a preliminary question about the interaction between spironolactone and anabolic hormones: Is spironolactone a "spectator" or a "real player" in the anabolic deficiency of HF syndrome? Further investigation will be necessary.
